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SH^si 88-001 808 



(45) 1988^09S19^ 
(11) Mel 2 88-001808 

(24) mm^^i 



(21) 
(22) 

(30) ^da^s 
(73) 

(72) a^axh 



(74) cHaie! 



^1 982-0000436 (65) S7ll 2 

1982^02a03«l (43)S7H^^h 
56-13754 198Ha02S03iJ SJS-(JP) 

o{\7:[o\ 7^^A|7|7^o|A^ ^oiaa -S-^Xl 

^g-^ i2ffl£iE :I10|A|7^£|■ 422011 6e> 1001 

ioKHKI 0|^^^£.7|C^ 3-13-2 

a^«|c^S£0|«| 

3C|dh2! ^HfiF-^i 94-25 
7H:i|-otah Ii20|«| 

^S-^ E.2.S.2.E. majDl-^ 220|2Sa| 7|-^?!!3E£ 113-12 



^1983-0008681 
1983^12^14^1 



(54) ^BhriiEWI a-^S^*2| XjjSg^a 



JSL°t 

Mjs ail 
£1 



Mill. xi|2S.fe «I^7H2| SS^a|•:i;E^;E^| s||^ ^Ajg ^EfyicK 

(S^S2| ^AiiSK ^a]^ ahgs SB^:A.E^^||s| ai a^dai JHi^g^Bjoil ^JoIcK 

asiuf. 4:S-# SSF a|ah:iiEhJH|o| o|af£!-e||. oj^d-g o| fi^it7|- ^xj-gf 25.900£l #a|l|EJ = o|7| aHSOjcK o^lSg 

i3i|_g|B^^E|^x^l in^g gj 5mgg EHSoiiTii ^oii^ ajj ^fitas a! anfsgsg S«H S^S Sf# gJ-Blji. 0.15% S 
0.05%ei S^'ScK 

[Biochim. Biophys. Acta. 288(1972), fi||o|x| 181-189] ^ Si-SSfij lah^E|-xi|s| cut!- e|o^sj sjS^ S«H S^Hlfe ^ 

et>iEfsi|2| S7fA|g Sit gfaoll 7HSfo|| iJBjxicK 

ojsis aaoiiAi. s g^S7fe S«H 4=3S2=x|g^A4 o||vv.E||ee S^FSSS^I a!afii:ef»i|at S«^'tro| $ 

7^e.^c^fe Ah^ig gfa«K)i s g^s§ &^sp|o« oi aa^f. 
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sa^:^E^x^|^ £H^i^&oi|Ai ^ss|oi. t^^iias s^ott seh^ ^hissiti^, ^s^hi^kh ^a^>l 

^ -^gsl ^ah^EWI^ O^BJ SEH^ ^i|S£|0^. ^^wOil DWSIO^ ^7[S\O\0m ^=T^ ^S^i^lEW|o| o|:o|| o|«i| ^ 

^^^l^^t^ B£|Ol|>iEi| o| Oil^iEll SO) ^f^g^Ai Xil^gcK Ollri^Ell SS| ^^^€r fa.iiiOi|:±:E« s g.&f o| ct^^^ g;7|. 

«aima|A|E|t c|(H|,^Ei|s a/at ea|o||^g| = o| ^Fg:o|| cci-ah g7F&c^K S g>Soi|Ai. cHfo| ai^oiiriiE^i e« ^l'^o^fe 

^^y[m ^BhtHcK ^a^^;^|^^>40l|:i^Ej| soilAi X|a^/4oj ^^^^^ Qf^Cf. ^ ^a^iSX| a^>4oi| 

:^:Ei| s - Ej.^^: 12-18^ ^1 ^^-^ Oil >iiEi| = ^Ai , ^-$\ ^^o[Btl, W°liJ^iK Ei-^git!-, -^a^| o|>4^0| cK ^ ^SoijAi. o|e^*^ 

§^ a- ^ Sit ^im A^s£^c^. oii^ga Ryoto ^7i'0ii>tEi|s s-970. s-1170, s-1570. s-i67o. p-1570, p-i67o. sw-1570, 

PW-1570, LWA-1540 5! OWA-1 570(Ryoto Co.. Ltd)SAi 0|e|eF ^3LS=SX|«^ak>{|>iE« soil S|&«|-cK 

, §7w^it fiJl^7^□|ofs^□^. atfoi ^owa >4ssit ^izi7hM^5HAi ^is7k>12i?je!ck 

^^^^E^X^| l^^S ^EMdI. $mot#B ^ah:±:EhX-l| S^Oll 7|^SHAi ^^^^ Oi|>tEi| so| gBf^^ u^E^y ^ sW^K ^ SXH ^ 

S& ^^^aFiiiEWIfe 0i7|o||Ai g^aoll s|sH moS 340Sahr^EWI #MH(340EL.US ^:^ia)s| 7^ 

• ^icK zi&)°S S agai S^g^ Saf^EWI 340EL.U& ^aS£Ex|yA^ ofl>iE|| s 0.5 M|x| 50mg# S^^hfe SS^:±:EW| 
^^#o|dK e ^o|o| i^ge ^B^>lE|■7:^| 340EL.ua 0.5 M|x| 50mQS| ^a^^x| «h>4o||>^Efl s-^ ^^^>!:E^x^| 

§siscK AUii^i ^ ita^i =E^## ^^^^EWl 340EL.U ^^a^^ ^^^^ ^i^^t^ oii^ 

Ell s 0.5 M|x| SOmgS fi-^^l-fe- aa^:^EWI »^3E^S0|cK 

250ml# ei-EciK ^a}^EFx-fl 5[:±§oij 7|S^^ 4mloi| 7^11 37'±0.1lDoilAH ^Q0d<E:^3./^S.^ ^mo\ 

fi-ZJ- aH?^&tiK y§#SOi| 5ml-& 047|ol| ^7moi 37o ±0.1 TDS 10&Zi- ^^Ol^H. goiiS 3000 Mlxj 3500rpmH.S lOMZf S 
^•&a|&cK -a^a ^S^^ ^^SQilHSAi AtsshDK 

A^7lo| ^ o|£|oi|, 7|§ goii 4ml. Sl-S^^S^ 5ml. ^^^^EWI lmlS ^AicHs ^|SH SS^HL ^^mm 37* 

±0.1 -C^ 40^^^ SSOl5^ 3000 M|x| 3500rpmHS lO^ZJ- S^^alfi-c^K 0|S?il ^^0^ 9o)a ^^-g^B gA|SS5l| A^S 

gAjssQii ^^SQug 275mM0llAi Aia^h OH Sf^iSo^ A^s«i| ^SShcK 

^Sszd^tfil SS^ ffl^^:;^lasl &s^a4l^MA^ §s 7FS^ Ss^r^iBs| EL.Uoil a|aH SA|s|fe EjsAj{gg)o| ^ 

^^7| mM saw aSS^i)^ 19.10gs| M^>t7f SsHa ^SQi| lOOOmiaf gii 12.40q SI a^mH* 2.92gO| S«H s|oi Sit ^ 
lOOOmIS o|# pH8.8S ^ SofS 100mlo|| g I00ml» 7h»osAH x||2ScK 

7|§S^# •laf^rt! 0.30g(ICN Pharmaceuticals Co. *ll«)o|| Sa|*l SSS^S 7^§^o^ 50mlS^a ^|S*l-cK o| SQug 
30^li fe^xj^L A^s^^c^. 

E.m^^no\^ I.Ogoil 71-58^1 lOOmlS^HS SfSHl. -S^S^ 5mloi| 0.5M^il-^iiMmS 
S-^iKpH 5.3)# 7|-*hol lOOmlsl gojj « a|^o^AH xil^sjcK 

zl&^u^, ^a^^E^xi|^ ^^o\\ §o^g§^o^^ -f-o^sEWt mis^ lhs^i^hj^s sss a^^#:a^ ^>4oii m^oi 21 

t SEH7h ^tto[c.l o|Bj& SEH^ ^sxHis A^s§^o^ sa^si g^^io^ ^ii^ES ^ 9m. a& & aae ms^ aa^^ 

:aniS S-as xi|2S ^ xiDK 

^iiai ^Jl^^ §p|o| ^Jl^AJA|o^|s s^ji^ 7i#spi^ shcK 

i][^#]s-^^ 2mi» ^3,s.^x\^tyo{\±LEi\m, ^a^oii 7^t^t^K s^s e^S7| ^ftH sasj 
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SCHIAH "=?=HSSX|g^^k)||>;E||a"as Ryoto 'ft'7H)||>;E|l e(Ryoto Co.. Ltd fll#)S| fllgSS* i-hEHJ|o|. z^z^al ^*|. oi|« 
Sa 20& 20%» ^El-tacK 

=^^5(Efle{gg 280-340o)S 24A|2} S7|al. 0||EJ|SS Dh^lAlt!?. #^Aj^ o^zyM SEh&t^K Zialll 

[srt-gqa^s^ G0.45ml 5^ IgG-JJ £lS2|::i(laG CSugOll ^gsht 50glo)| 7h&ch. 371C 

ollAi 4A|Z} uHS^«m. 41D0I1AH g^*|&cK goiig s^^goii GimlS A||«<»m. AS tt!A||S|&cK SFSSai 

A 0.05ml S! lgG-a§i£A|c:hxi| 0.1ml{1750M^MM)S 7^*^3l 371CS 5^12} uHSftH^K SO||S A 1 mIS ^BJ A||*f«h:a. 

A|S 5^011 STjAi gtSgoil A 0.05ml SI 1.5X10 

-4mo| 4-II^IS-Sl^|JI||l3-D-S•^SA^o|H, O.lmlg ^miL 37t;o||AH lO&Z} n||?fS-i:^K 0.1 M^al^J-^iismsSSei|(pH 
10.3) 2.5mlS 7|-«m ygg 360nmS| 0|7| sfS-af 450nm SSiifS<H|AH2j ^^^E.^ 2^2^ ^g^fcK 

Gt 0.3M NaCI. ImM MgCI 
2, 0.1% 4:SS S-^eJ. 0.1% NaN 

3 5=' 0.5%S!a^eS O.OIMSJtha €.^SS9l| 9(pH 7.0)o|iiK ZLB^IL At 0.1M NaCI. ImM MgCI 

2. 0.1%ri:lS ^■¥•£1. 0.1% NaN 

3S s^#s^fe o.oiMe!{4a&$seii(pH 7.o)o|tif. 

?|8H MZto{\ cHsil 32HH« aecK a 2fe o|i|?i| ^CHS a:il^# ^EhtH 3ijo|cK 

sdiAi zt ^asfii Aucfe =?*asx|gfAK>i|>.Ei|a-^ai^H§s i.ofil aucs ^m. =lo\\ ch^f ^cwuissAi ^Ei-ta ^joick 



la 2] 
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# • 





AUC 








* — 


- 


SO.217.78 


1.0 


S-37D 


4 


45.2±l$.9 


0.9 


S-970 


4 


6S.3tl.88 


1.3 


S-IS70 


4 


138±20.1 


2.7 


S-1570 


0.S 


S6.S±15.4 


1.1 




1 


70.3±8.9 


1.4 




2 


n7±20.6 


2.3 




4 


161±17.8 


3.2 


P-16W 


4 


151114.0 


3.D 


LWA-1546 


4 ■ 


U0±6.87 


2.2 




4 


100±8.5S 


2.0 



S.a{\M, aa^:£xE^^ '^^S.2S. x|y>4ofl:i:Ej =21 ^[Bi>Sc[. 

S. 20IIAH Mfe a[a.\ g>o|, g Sgai =?=aSSX|gJ-AK)|l:A,E|| 0||:iiE|| aal 50%O|4^O| =^=3S^X|g,^>i^ 2.iiiOil>iE<| =0|I1 : 

• ^A|oi| 2]4Se 3511351131 S^SS 5|a 4mm. 40mo2| °IMS3E||« *|sH 2|S S?H|aFA|?1 ^gs^i A^s^^ 

I^K »PI fllfl|0||Ai. Ryoto ^ym^eis. P-1570S &af^A|0^| 1. 5 10|| L.fE|-tH b|-fi|- ^C.[, 

^Wla!a^^E^^||(85EL. U/mg) 12 12 

RyotoiT'7K>ll;i:E|| a P-1570 - 40§^Zi2A|^ ^S.2.±. 40 4039^ -g-gsa^i 43 43^^ Aj^AI 25 25<>|7|CH| AH o| ^\ 

^lhsi §ifbi# L-^E^tHc^[t^la]?^^E^?^l ^^^^K^sf 28o-340g)s 24M^ ^M->-\9\iLo{\m^^ D|-*|AiLi ^ ^ 
5^1 soil ^eJ^^c^. 

ma 3mm. smm. floi 8mm2i -fejai^as s-moii sa-^^K oi?.fe- a^^•feJA|o^|1Jl^ 

s^E|•mfeaeHHo|c^. 

^IIEOIIAH Ryoto ^i'7K>ll:±:EJ|a P-1570S fi-^Sfe olMS^e AhS«|-Oi g-E ^AjOl:!!. -Q-Q- 0|B^^^ =^^3^^ 

cHi>:E«as ate oiMSflia A^ss^o^ as ^d* i-hehtHcK 

2 3B ^CM^EH ^oi?: 24A|e>;7Wo| ^eh:±:E|-x|| AUC« i-J-EftHcl-. S.O{\M AUCSt-S ^aS2=x| g^AK,||>iEj| e-^a|^#2l AUG 
5 1.0°S SagtiH. ScHS! ^cHHlgs 2A|gh2!o|c:K 

[2 3] 





E 


m 


H 


m 








UiLB 


u 






iilli 





2 30||Ai, -g&blge Saf>;EhXi| Ig^^a 0||:i:E|| ao| §if^S •-^E^t|icK 

a 3S §^ s ftfssi 3=^^#e SJHi SEHSAH£ a2^^^gJs '^' sicK 

[fiiJh ^A|oi| 3]^^ :E||i^S# # Smioll ^B[^Bm 55.2m(326EL. U/mg) Ryoto=^=^SSX|g,^A^o^|i^:E||s(P- 

1570) 736.2mo# 7[^[0i x||2&t:K cH2S '^S^B « 5mlo|| iafii:eW| 55.2moe}(326EL. U/mg) ^HlS&cK 

gj-gj :4□^al2| b|=(§^ 10.5-14.0kg)S 27H2J s.^^2.S. l-^ipOl. 2^ 5o| 2□^a|4i|os ^^siTJl ^.m^ -gyg cHsg ^ 
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^ f-cHoig s! gqii^oi^: 1 ,2.4, 6.8, 10.12, 24A|e.K)|| ^i&cK ssef iml§ S4J§a|shoi &a|£hcK 

S 4fe ^ ilcHallloil i^shfecil Hash A|2.KTmax). SSSfil ^cHB||i!(Cmax) SJ ^(H^eH ^o^^ 24a| a] 

AUCfih ^emiJi 5UCK 5o||Ai. i:||SSei|#2) AUCStS LOSS •^cHb|gs 2o||aH ujEhMJsacK 

a 4^^Ei Tmaxollt Cmax?!- cHsSSOi|Mch 2.32HH ^2.o\. -agS^ijai AUCSioi cHSSS^ljach 

2.4411H ^c^ffe 5!oi sa^s^c^. 

li4] 





Tm 

M 


Osn 








u 


IS 


18il 


LI 


H 


lU 


Hi 


m 




'U 


Si 


as 


IB 


U 


H 











& g^iie ^ S^gai bH^5|& ^a|oj|o|| a^a^ A^Aii«i ^SSi^. najuh ^ a^ai ^^y[ ^A|ot|oi|e} Sigsife 

[^A|ol| 1 ]^a^>iE^x■^| l00g(85EL. U/mg)2|- RyotOT^^HHI^iEll s P-1540 400g# ef^} aim^yo^ 35i|s«fcK o| g-^ 

oil &^2HS€1 ^SS>i 500g. 3S^ a||SS£^ 495g 300o# 7|-S|-J1 Sfha-cK zia|il :±:E«o|-e||o|S 5g# 50 

Di!4|S *hcH ^aim gasK>| 5ja Smm ^711 180mg2| SfllS e>-Ei^K «I-7|;e||;e||s1 Sei|# S7c)|o|| :i: = s)|o| 

a-?-§SK>| 200mg2| &a|SS 



«4« 
IP-i 



ISi 



m I 

[^A|01| 2] 

14 111 

^« m 

fcuilfflMiH «!^-^#Sf-a^g§*|o||AH ?|*|A|2jcK aa^>sE^x||. Ryoto 'ftyM^i^^. ^^^S&ssS 3^oi| ^ 

a|:El HPC-L2I o||Eh# >irHe||0|SM 2m# e^-Ei^K o|aM|S 9-402f HP-55a| 0)1 ghg gSllg g-g AhS«h04 

a a^wi ^HBiioi i-^aai-o^ gig^ ei^cK 

'^S.m.^S} ^=^=^^3^21 gt|-i-o|Di : HPC-L-E S^0|=^A|HS1I ^SSS^b: : HP-55-c- S|-o|S.^Al S.S. 
^ Dlia^msSi: H^si|o|E : DibWIM 9-40-& oHIl a.ic#a|Ai|a| = o|cK 

[■felANI 3l^A|ol| 20||Ai MIS^iiHI# 2| ig^oll 200mo-Si! #3aa^o|| SSk *l|i&cK 

(^A|ol| 4]Sya^^EW|(340EL. U/mg) 0.2kg o||a^5S2:ii 0.1kg 
DKO||>iE||s i.2ko oil S^#a|g6000 1.0kg 
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4ilLSS^ 8.5kg ^:2iafa ?fl>:EH2SJ^fcg 

4=T^'^a& 1 .8kg sa|#sso||E^ 

<^a[^B\xi\, DKoii^Efl s ss. -aa-s-if. ^^'^as-si $u-s-# o\\m^ms.2.±i si #aioiiae!^£iS6ooo# s#eh Maigs^oii 

m 80D^I4I*^I# SShol >iHs||o| gtSSI Sjg 7mm, ISOmgOl s\E.m 'sm*[oi sxiie e^ecK 0| g 

xilcHI ^A|oil 12f S-ol m'^m ^SBIIOI 3-?-i|SK>| 145mg2| #ifS &2JS§ xi|2^l-cK 

^:7|Si "DK OII^Eil = SS"fe c:l-0|0|»| 1112512 Al|O|0t^ aD||qo||AH X||^SD||*^fe =i^a.S.^X|g^AioUri:Efl so| Atggo^Ai T=3 



tjaia 4:*^a|5^fe■ ©ht- §^^cH4! ^B^::iEW| l^^^^gg JtllfESFt : (a) ^SoilAi xil^ii 

^EHS (b) ^SxilS saoil S7W:ii ^So)|AH aims xii^ig xiigspl flSH amsfsW-K (c) ^goiiAH 

xiixii £Et ^71 ams xnxqs y a^o|| ^gs^i-K (d) gS^S 3^113^11 at sms 

*il*l|oi| ^7^11 gxflsfsKH -feiSoiiAH gxHig x^|g«|.7^^, (e) 40-50'Coi|Ai amS ^1*11 ^fe- S^HI-fe^oil 

Mjs^ ffls# ^^sw ms^ 2Hj sEt ms^ ^i^s. 



xiHShoii SicHAi. .^71 ^ass o||i:E||= Sfh#o| ^IgJ-^i Hi=:0||:A.E|| 50%o|^ SW^Ste iiah^ehJHI S"^ 



SII11J-01I 2{CHAH, A}7( il^asS ;c|gi-Ah o||^E||a $S-SO| -^=3^^ 3C|g^A^ HicOll :±:E|| = # 70%O|^ IT^Sfe 



^ihS^oil 5iCHAi. ^7| =^=3^2S x|g^A4 ol|^E«=7|- 12-18fi| ^Ig^thSf ^3SSZ}S| 0||:±:E|| 2i# ^gss Se^:^x 



^ af>: EWl tj-^ xii gna 



JE&1 
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£02 
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